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Substituted aniline derivatives useful as histamine H3 
antagonists and their preparation, pharmaceutical 
compositions and use in the treatment of diseases 
Solomon, Daniel M. Aslanian, Rcoert a.,- Berlin, 
Michael Y.; De -era Ruiz, Manuel; McCormick, Kevin D.,- 
Mutahi , Mwangi W, ; Tom, Wiag C. 
Schering Corporation, USA 
U.S. Pat. Appl . Publ. , filpp. 
CODEN: USXXCO 

Patent 
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APPLICATION NO. 
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GE, CH, GM, GT, HN, HR, 
KF, KR, KZ, LA, LC , LK, 



AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BW, 
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RS, RU, SC, SD, SE, SG , SK , SL, SM, SV, SY , TJ, 
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TD, TG, BW, GH, 

ZW, AM, AZ, BY, 
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Disclosed are compds. of the formula or a pharmaceutical ly acceptable salt 
thereof, and cornpns . and methods of treating obesity, metabolic syndrome 
and a cognition deficit disorder, alone or in combination with other 
agents. Compds. of formula I wherein a is n, 1 and 2; b is 0, 1, 2, 3 and 
4; U and w are CH or one of U and w is CH and the other N; when Mi is ch 
and (un) subs t i tut ed alkyl; M2 is N,- n is 1 and 2/ p is 0, 1 and 2; X is a 
bond, alkylene, alkenylene, CO, o, CH20, etc.; Y is CH2 , (CH2)2, CO, e=NQH 
and derivs., S, sp, and SD2; when Ml is N; M2 is N; n is 2; p is 1 and 2 ; 
X is bond, alkylene, alkenylene, CO, NHCO, OCO, SO and SC2 ,- Y is CH2, 

(CH2) Z , CO, s, so and SC2; when Ml is N; M2 is CH; n is 1 and 2; p is 0, 
1, and 2: X is bond, alkylene, alkenylene. CO, NHCO, OCO, SO and S02 ; Y is 
O, CH2, (CH2)2, CO, c=NCH and derivs., S, so, and S02 ; z is bond, 

(un) substituted alkenyl ; Rl i3 (un) substituted alkyl, (un > subst Ltuted 
aryl (alkyl ), (un) substituted 5 -to 6- member ed he teroaryl ( al kyl ) , etc.,- R2 
is (un) substituted alkyl, (un) substituted alkenyl, (un) substituted 

( hetero) aryl (alkyl) , etc.,- each K3 is independently H, halo, (halo) alkyl, 
OH, alkoxy and CN; each R4 is independently H, alkyl, OH, alkoxy, halo, 
cez , 0CF3, N02, C02H and derivs., NH2 and derivs., etc.; R5 13 H, halo, 
haioalkyl, ( un) substituted cycloalkyl, (un)substituted (hetero! aryl , and 
aeyl ,■ and their pharmaceutical^ acceptable salts thereof, are claimed. 
Example compound II was prepared by a multistep procedure (procedure given). 
All the invention compds. were evaluated for their histamine H3 
antagonistic activity (data given) . 

942270-93 -IP 

RL PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
[Therapeutic use); BIOL (Biological study),- PREP (Preparation),- uses 
(Uses) 

(drug candidate; preparation of substituted aniline derivs. as histamine H3 
antagonists useful in treatment and prevention of diseases) 
942270-93-1 CAPLUS 

l-pipera=inecarboxamide. 4- [4- (met hy 1 - 4 - pyridinyl amino) benzoyl ] -N-l- 
naphthalenyl- (CA INDEX NAME) 
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Methods using farnesyl transferase inhibitors for the 
treatment of synucleinopathies 
Lansbury, Peter T . ; Liu, Zhihua 
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Aust. Pat. Appl . , 5 2 0pp. 
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LU, LV, 
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AB 


The invention provides methods for treating synucleinopathies , e.g. 
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OM, PG, 
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Parkinson's disease, diffuse Lewy body disease, and multiple system 
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SG, 


SK , 


SL, 


SM, 


SY, 
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TT, 


T Z , UA , UG, 




atrophy, comprising administering a synucleinopathic subject a farnesyl 


US, 


uz. 


vc, 


VN, 


ZA, 
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zw 














transferase inhibitor. 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
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CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 
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ML, MR, 


NE, SN, 


TD, 


TG, BW, GH, 




(Biological study'; USES (Uses) 


GK, 


KE, 


LS, 
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NA, 


SD, 


SL, 


SZ, TZ, 
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AM. AZ, BY, 




(farnesyl transferase inhibitors for treatment of synucleinopathies) 
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Preparation of piperazinomethyl substitutes 

quinazolmes useful in cancer treatment 

Mallams, Alan K . , Dasmahapatra , Bimalendu, 

Bernard R., Demma, Mark; Vaccaro, Henry A. 

Scbering Corporation. USA 

PCT Int. Appl., 569pp. 

CODEN: PIXXD2 

Patent 

English 



;ind 



DATE 



APPLICATION NO. 



DATE 



011623 AL 20070125 WO 200b-US27114 20060713 

AE, AG. AL. AM, AT, AU, AZ, BA, BB , BG . BR, BW , BY, 3Z, CA, CH, 

CN, CO, CK, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, EI, GB , GD, 

GE, GH, GM, HN, HR, HU, IO, IL, IN, IS, JP, KE , KG, KM, KN, KP, 



( 1 .; ; i, 



The title compds. I [m = 0-2, X = ORS, N(R6)2; Kl, R2 = H , alkyl; R3 - 
(un)substituted alkyl, cycloalkyl, aryl, etc.; R3 = alkyl; R4 =■ alkyl, 
cycloalkyl, aryl, etc.; R5, R6 = H, alkyl, cycloalkyl, etc.], useful for 
treating cellular proliferative diseases, disorders associated with activii 
of mutants of p53 , or in causing apoptosis of cancer cells, were prepared 
E.g., a multi-step synthesis of II, starting from Et 2 - aminobenzoate and 
chloroacetonitrile, was given. compound II showed EC50 of 1.1 nM (MB468) 
when tested in proliferation assay measuring the growth suppression 
effects of small mols . in cells with mutant pS3 vs. pS3 null background. 
The present invention also provides compns. comprising the compds. I. 

922153-20-6P 9 2 2 1 5 6 - 0 6 - 7 P 922159-12-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL, (Biological study); PREP (Preparation); USES 
(uses) 

(preparation of piperazinomethyl substituted quinazolmes as antitumor 
922153-20-6 CAPLUS 

L-Valine, N- 1 2 - [ [4- [ ( 1- naphthalenyiammo) carbonyl J - 1 -piperazinyl] methyl J -4- 
quinazolinyl] -, methyl ester (CA INDEX NAME) 
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RN i#;2156-06-7 CAPLUS 

CN 1 - Piperazinecarboxamide , 4- [ [4- [ [ IIS) - 1- (aminocarbcnyl ) -2- 

me thy) propyl ] aminol - 2-quina soli nyl] methyl] -N- l-n*phthalenyl- (CA INDEX 
NAME) 

Absolute stereochemistry 
O Nil? 
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poly <ADP-ribose) polymerase (PARP) inhibitors for the 
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Vincent Junior Ming Lai; Cockcroft, Xiao- Ling Pan; 

Menear, Keith Allan 
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U.S. Pat. Appl. Publ . , 4 1 pp. 
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Patent 
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PATENT NO. 
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APPLICATION NO. 

US 2005-315528 
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IS, IT, LT, LU, 

CP, CG, CI, CM, 



CZ, DE, DK f 

HU, ID, IL, 

LS. LT, LU, 

NO, NZ, OM, 

sy, TJ, TM, 
ZH 

CY, CZ, DE, 

LV, MC, NL, 
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DM, DZ, EC, EE, EG, 

IN, IS, JP, KE, KG, 

LV, LY, MA, MD, MG , 

PG, PH, PL, PT, RO, 

TN, TR, TT, TZ, UA, 



20051222 
20051222 
BY, BZ, CA, CH, 
ES, FI, GB, GD, 
KM, KN, KP, KR, 
MK, MN, MW, MX, 
RU, SC, SD # SE, 
UG, US, UZ, VC, 



EP 182811B 
R : AT, 



KE, LS, MW. MZ, NA, SD, 
KZ, MD. RU, TJ, TM 



BG, CH, CY, CZ, DE, 
IT. LI, LT, LU. LV, MC, 



DK, EE, ES. FI, 

PL, PT, RO, SE, 

GW, ML, MR, NE, 

SL, SZ, TZ, UG, 



FR, GB, GR, HU, IE, 

SI, SK, TR, BF, BJ, 

SN, TD, TG, BW, GH , 

ZM, ZW, AM, AZ, BY, 



EP 2005-923458 
DK, EE, ES, FI, FR, 
NL, PL, PT, RO, SE, 
IN 2007-UN4742 
GB 2004-28111 
US 2004-638912P 



2 0 0 517 2 2 
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Title compds . I and isomers, salts, solvates, chemical protected forms, and 
prodrugs thereof (wherein R2 - R5 = H, alkoxy, amino, halo or hydroxy; A = 

(CH2)n; n = 1 or 2 ; R6 , R7 = H , (un) subst ituted alkyl, heterocyclyl or 
aryl,- or R6 and R7 together with the nitrogen atom to which they are 
attached form hint substituted 5 7 membered, N-he terocylic ring; Het r 
el / F- (un ) subs t it uted Ph or certain 5/6-membered heteroaryl] were prepared as 
poly (ADP- r ibose) polymerase (PARP) inhibitors. For instance, II was 
synthesized in multiple steps, and showed inhibitory activity against PARP 
with an ICSC of < 0.1 \M arid cell growth inhibition with a PF50 

(potentiation factor) at 200 nM of at least 1.5. Therefore. I and their 
pharmaceutical i.ornpns. are useful for treating diseases ameliorated by the 
inhibition of PARP. such as cancer 
a9iaj.»-20-8P 

RL PAC (pharmacologica.1 activity); SPN (Synthetic preparation), THU 
(Therapeutic use).- BIOL (Biological study); PREP (Preparation i ; USES 
(Uses) 

(preparation of al k.oxybenzenecarboxamides as poly (ADP- ribose ) polymerase 
IPARP) inhibitors Cor the treatment of cancel) 
&9 183J-20-8 CAPLUS 

1 - Piperazinecarboxamide , 4- [5- [ [2- (aminocarbonyl ) -4- f luorophenoxy ] methyl] - 

2 f luorobenzoyll -N-l-naphthalenyl - (CA INDEX NAME) 
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as histamine H3 receptor licjands for treatment of 
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Wesolowski, Steven 

Astrazeneca AB, Swed. 

PCT Int. Appl., 67 pp. 
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Patent 
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NG, NI, NO, NZ, DM, PG, PH , PL, PT, RO, RU, SC , SD, SE, SG, SK, 
SL, SM, SY, TJ, TM, TN, TR, TT, TZ , UA, UG , US, U2, VC, VN, YU, 



ZA, ZM, ZW 

RW: AT, BE, BG, 

IS, IT, LT, 

CF, CO, CI, 

GM, KE, LS, 

KG, KZ, MD, 

AU 2005267931 

CA 25 76 10 9 

EP 1784394 



CN 1993340 
IN 2007DM00231 
US 20 0 72-19 616 
NO 2007001140 
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CN 1- Piperazinecarboxamide, 4-methyl-N- (5, 6 , 7 , 8 -tetrahydro- 1-naphthaleny 1 ) - 
(CA INDEX NAME) 



The title pipendine and piperazine derivs . with general formula of 1 and 

II (wherein R = alkyl; 0 = -N (CH2CH2 ) 2CH- , -N(CH2CH2)2N-, 

- N (CH2CH2) 2CH-0- , - N (CH2CH2 ) 2CH-NH- CO - , etc.; Ar - (un ) Subst ituted 

(hetero) aryll , or phai maceut i cally acceptable salts, diastereomers , 

enant iomors . or mixts, thereof were prepared as histamine H3 receptor 

lician'ts tor treatment o£ depression. For example, 3 , 4 -dichloroben zy lamine 

was reacted with 4 - nitrophenyl chlorof ormate in THF in the presence of 

di isopropylethylamine, Lollowed by the addition of N-methylpiperazine to give 

N ■ ( 3 , 4 -di chloroben zyl ) -4-methylpiperazLne-l- iar boxamide (73%). The biol . 

activity of the title compds . as histamine K3 receptor ligands binding 

towards human recombinant H4 receptor wa;7 tested (no data) . The compds. 

ate useful in theiapy, in particular in the treatment of depression (no 

data! . 

975S4 5- 37- 5P Q75546-61-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses i 

(drug candidate; preparation of piperidine and piperajine derivs. as 
histamine H3 receptor ligands for treatment of depression) 
875546-37-5 CAPLUS 

l-Pipoi ar.inecarboxamids, N- (5 - amino- 1 -nap h thai enyl ) - 4 - methyl - (CA INUEX 
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The title compds [I; A antf B together represent (un) subst itute.i fused 
aromatic ring; X = NR* or CRxRy ; if X= Nhx. then n = 1 or 2 and if x = CRxRy 
then n = 1, Rx = H, (un I substituted Cl-20 alkyl, C5-20 aryl, C3 -20 
heterocyclyl , amido. thioamido, ester, acyl , and sulfonyl groups; Ry = H , 
OH. NH2 ,■ or Rx and Ry may together form a spiro (C3 -7) cycloalkyl or 
heterocyclyl group/ Rll and R12 are both H, or when X = CRxRy, Rll, R12, 
Rx and Ry, together with the carbon atoms to which they are attached, may 
form (un! subst ituted fused aromatic ring,- Rl = H, halo] . were prepared Thus, 
reacting 3 - (4-0x0-3 , 4 -dihydrophthalaiin-l-ylmethyl) benzoic acid (preparation 
given] with tert-Bu 1-piperazinecarboxylate afforded 77% II which had ICSO 
of < 0.02 nM against PARP. All compds. I tested had a IC50 of < 0.1 
fiM in the PARP assay. The pharmaceutical composition comprising the compound 
I is claimed. 
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Beta lactam compds., such as 1 [Rl = H, carboxy. 
alkenylaryl, co-heterocyclyl , etc.; R2, R3 = H, 
alkyl; A = CO-heterocycly 1 , cycloheterocyclyl - CO 
cycloalkyl, aryl , heteroaryl, cycloheteroalkyl ; 
aminocycloalkyl , cyclohe teroa lkyl , aryl 



alkoxycarbonyl , 
alkyl; D = H , ORa; Ra 
substituted amido, 

ryl , alkylar 



carboxamido] , are prepared Thus, II was prepared via a multistep synthet: 
sequence starting from [1- (diphenylmethy 1 ) -3 - azet idinyl) -carbamic 
acid-1 , 1-dimethylethyl ester, III, and piperazinyl derivative IV. These 
compds. are useful as inhibitors of tryptase, thrombin, trypsin, Factor 
Xa, Factor Vila, and urokinase- type plasminogen activator and may be 
employed in preventing and/or treating asthma and allergic rhinitis. 
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Erich Leese 
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(Uses) 

(preparation ot /i-lactam compds. as tryptase inhibitors) 
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CN 2-Azetidinecarboxylic acid, 1 - [ [4 - [ ( 1 -napht halenylamino! carbonyl ) - 1 - 

piperazinyl) carbonyl] -4 -oxo-3 - (4 -piper idinyln.ethyl) - , (2S,3R)- (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Title (pyridin-4 -yDurea derivs. and related compds. I [wherein Py = 
(un) substituted 2-NR2R3 -pyridin-4 -yl , quinol in -4 - yl , (5,6,7,8- 
tetrahydro) [1 , 8] napht hyr idin- 4 -yl , or 2 , 3 -dihydro- lH-pyrrolo [2 , 3 -b) pyridin- 
4-yl. X = aryl(oxy), arylalkyl, (aryl I alkyl - S02NR2 , aryl-S02NR2, 
(aryl)alkyl-C0NR2 , aryl-C0NR2, (aryl) alkyl-NR3C0NR2, aryl-NR3CONR2 , aroyl. 
arylalkanoyl, (aryl)alkyl-NR2C0, aryl-NR2CO, etc.,- Y = CR4R5(CH2)m or 
(CH2imcR4R5; Z = H, or when x = aryl (alkyl), z - H, oh, C02H, aryl-C0NR2, 
alkyl NR2CO, or (aryl) alkyl -NR2CO.- m = 1-2; n = 0-1; Rl » H or alkyl,- R2 
and R3 = independently H or (aryl) alkyl, or NR2R3 - piperidyl, 
pyrrolidinyl, or morpholinyl ,- R4 = H, (aryl) alkyl, or aryl; R5 = H or Me; 
or CR4RS = carbocyclyl; and enantiomers, diastereomers , racemates, 
pharmaceutical^ acceptable salts, solvates, or morphol . forms thereof) 
were prepared as urotensin II receptor antagonists. For example, reaction 
of 4 -amino- 2-methylquinoline with 2 -chloroethylisocyanate gave the urea. 
Substitution with piper idin-4 -ylcarbamic acid tfrt-Bu ester, deprotection 
of the amine, and coupling with 4 - tri f luoroniethylbenzenesul fonyl chloride 
provided II. Compels, of the invention inhibited binding of human 
U25I) -urotensin II to human-derived rhabdomyosarcoma cells in vitro with 
IC50 values ranging from 0.1 nM to lOOO nM. Thus, I are useful as active 
ingredients in pharmaceutical compns. for the treatment of 
vasoconstriction, proliferation, and a wide variety of other disease 
states associated with urotensin II regulation (no data) . 
540759-67 -3 P , 1- [2- [3- ( 2 - Me t hylquinol in- 4 - 
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yl) ureido] ethyl J pi peri dine- 4 -carboxylic acid N- (naphthalen-l -yl i amide 
RL: PAC (Pharmacological activity),- SPN ISyntheLic preparation); THU 
(Therapeutic use); BIol (Biological study); PREP (Preparation),- USES 

(urotunsin antagonist; preparation of ureidoquinolines and analogs as 
urotensin II receptor antagonists for treatment of vasoconstriction, 
proliferation, and other disorders) 
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Pieparation of dia-iacycloalkane 
pi pera zines as inhibitors and/or 
androgen receptor liganas for tlr 
illnesses, e.g. prostate cancer 
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Mor*ck, Helmut.- Zopf, Dieter; Hoffmann. Jens,- Keichel, 
Andreas 

Schering Aktiengesel lschaf t , Germany 
PCT Irtt Appl., 22 9 pp. 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

iB Title compds. I [A = CH3C0, CH3CONH, CN, etc.; H = H, halo, CF3, etc.; T =r 
C or N with provisos; U = O, S; Q = C(CH3)2, =C(CH3); RI , R2 = H, CH3 ; i, 
j = 1-2, i+j - 2 or 3] their pharmaceutical ly acceptable salts and 
formulations were prepared For example, N-alkyiation 1 , 1-dimethylethyl 
piperazin-1 carboxylate with iodopyrrol II, e.g., prepared from di-Me 
acetylene diearboxylate in 4 -steps, provided claimed piperazine III. In 
Inhibition of LNCaP cell proliferation, 18-examples of compds. I exhibited 
ICS0 values ranging from 0.2-3.8 x io-7 M. Compds. I are claimed useful 
for the treatment of prostate cancer and benign prostatic hyperplasia. 
T 53460P-10-1P. 4- (4 - [l- [4-Cyano-3- ( t r i r" 1 uor omet hy 1 ) phe ny 1 ] -2,5- 

dihydro-4 -met hyl-2 , 5 -dioxo- lH-pyrrol -3 -y li butyl ] -N- (naphthalin-I- 
yl ) piperazin-l-carbox^mide 534608 - 89- 4P , 4 - [5 - [ 1 - [4 -Cyano-3 - 

(t rif luoromethyl ) phenyl] -2, 5 -dihydr o-4 -me thy 1 - 2 , 5 -dioxo- IH-pyrrol-3- 
yl] pentyl ) -N - (naphthalin- l-y 1 ) piperazin- l-ca rboxamide 534609-96- 6P 
, 4- [6- [l- [4-Cyano-3- (tri f luoromethy 1) phenyl J -2, 5-dihydro-4 -methyl - 2 , 5 - 
d ioxo-iH- pyrrol- 3 -yl 1 hexyl] -n- (naphtha 1 in - 1 -yl ) piperazin- l-carboxamide 
RL ; PAC (Pharmacological activity),- SPN (synthetic preparation); THU 

(Therapeutic use).- BIOL (Biological study),- PREP (Preparation); USES 

(Uses) 

idrug candidate; preparation of diazacycloalkane substituted piperazines as 
inhibitors and/or destabilizing androgen receptor ligands for treatment 
of tumor illnesses) 

LN 53460B-10-1 CAPLUS 

?N l-piperazinecarboxamide, 4- (4 - [1- [4-cyano-3- (trifluoromethyl) phenyll -2, 5- 
dihydro-4 -methyl-2, 5-dioxo- lH-pyrrol -3 -yl] butyl) -N- 1-naphtha lenyl - (CA 
INDEX NAME } 



Al 



APPLICATION NO. 
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SK, SL, TJ. TM, TN, TR, TT , TZ. UA, 
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534603 -8 r J -4 CAPLUS 

1 Piper ar.inecarboxamidc', 4 - [5- (1- (4 -cyano-3 - (tr i I 
difiydro-4 - methyl • 2, 5 - dioxo - lH-pyrrol - 3 yl) pentyl] 
INDEX NAME) 



iromethyl ) phenyl] - 
1-naphthalenyl - 



534609-96-6 CAPLUS 

1- piper azinecarboxanude, 4 (6- [l- (4 -cyano-3 - (tr i fluoromethyl ) phenyl ] -2,5- 
dihydro-4-n,ethyl-2,5-dioxo-lH-pyrrol-3-yl) hexyl] -N- 1 - naphtha 1 enyl - (CA 
INDEX NAME) 



e ir./n4/?oo7, 



Erich Leese 
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CO- V ) — CO ■ MH - 
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10/S13699 



Novel neuropepCi.de NPY-Y5 antagonist FR73966 i wag discovered by screening 
of our inhouse chemical library. The analogs, e.g. II, were prepared by 
application of parallel synthesis techniques. Some of the resulting 
2 - oxobenzothiazol in - 3 -acetic acid derivs . exhibited nanomolar binding 
affinity for human NPY -Y5 receptors. 
34017B-71-4P 

RL: PAC (Pharmacological activity); s pn (Synthetic preparation); BIOL 
(Biological study) ,• PREP (Preparation) 

(preparation of 2-oxobenzothiazolin-3-acetic acid derivs. as. potent 
antagonists of human neuropeptide Y Y5 receptor) 
340178-71-4 CAPLUS 

4-Piperidinecarboxamide, 1- [ (5-chloro-2-oxo-3 (2H) - benzothiazolyl ) acetyl ] - N- 
1-naphthalenyl- Oci) (ca INDEX NAME) 
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The title eompds . l [Fi -- H, hale- w « s , o ; A - fCH2)n. etc., n = 1 - 6; 
7, - (un) substi r.uted N - cones ining heterocyclic ring) are prepared 
1 - [ (5 -chl ovo- 2 -oxobenzothiazol in -J -yi 1 acetyl] piperxdine-4 - carboxyl ic acid 
4-ben-oy 1 anilide showed IC100 of 10-7 M in a neuropeptide Y5 receptor 
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KL: BAC (Biological activity or effector, except adverse). BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
Bim, (Biological study); PREP (Preparation),- USES (Uses) 

ipi ep.iration ot benzothiazol ines as neuropeptide Y receptor antagonists) 
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(Benzyloxycarbonyl) -4- (N-naphth- 1-yicarbamoyl ) piperazin- 2 -yl ) ethylamino] -4- 
dndol- 1-yl) pyrimidine 317365-76-7P , 2- [1- {1- (Benzyloxycarbonyl) - 
4- (N-naphth-l-ylcarbamoyl)piperazin-2-yl)ethylamino] -4- [5- {3- 
ethylimidazolidin-2-on-l-yl) benzimidazol- 1-yl) pyrimidine 
317365-80-3P, (S,S)-2-[l- (1- (Benzyloxycarbonyl) - i - IN- napht h- 1 - 
ylcarbamoyl) pipera zin- 2 -yl ) ethylamino] -4- 15- (pyr i din - 4 -yl ) benz imidazol - 1- 
yl) pyrimidine 317365-85-8P , (S,S) -2- [1- (1- (Benzyloxycarbonyl) -4- 
(N-naphth-l-ylcarbamoyl) piperazin- 2 -yl ) ethylamino) -4 - [5- < 2 -aminopyrimidin- 
4 -yl) benzimidazol - 1-yl] pyrimidine 317365-B7-DP, 

(S,S) -2- [1- (1- (Benzyloxycarbonyl) -4- (N-naphth-1- yl carbamoyl) pipera zin-2- 
yl) ethylamino] -4- [benzimidazol- 1-yl ] pyrimidine 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pyrimidine derivs. acting as inhibitors of 
Src- family protein tyrosine kinases) 
317365-35-8 CAPLUS 

1-Piperazinecarboxylic acid, 2- t U4 - (lH-benzimidazol- 1-yl) -2- 

pyrimidinyl) amino) methyl) -4- [ ( 1 -naphthalenylamino) carbonyl] phenylmethyl 

ester (CA INDEX NAME) 



What are claimed are pyrimidine compds . (shown as I), or their 
pharmaceutically acceptable salts, hydrates, solvates, crystal forms and 
individual diastereomers , and pharmaceutical compns. including the same 
and their use as inhibitors of tyrosine kinase enzymes and consequently 
their use in the prophylaxis and treatment of protein tyrosine 
kinase-associated disorders, such as immune diseases, hyperproli f erative 
disorders and other diseases in which inappropriate protein kinase action 
is believed to play a role, such as cancer, angiogenesis , atherosclerosis, 
graft rejection, rheumatoid arthritis ant) psoriasis. In I, Rl, R2 = 
independently H, halo, OH. sh, cn, N02 , alkyl, alkoxy, acyloxy, 
alkoxycarbonyloxy. carbamoyloxy, alkylthio, sulfinyl, sulfonyl, acyl , 
alkoxycarbonyl, carbamoyl, amino, acylamino, alkoxycarbonylamino, ureido, 
sulfamoyl, sul f onylami no , or Rl and R2 can join together to form a fused 
methylenedioxy ring or a fused 6 -membered aromatic ring? terms such as 
'alkyl' here ant) below are further defined in the claims. R3 , R5 = 
independently H, ci-C6-alkyl unsubst ituted or substituted with 1-3 
subst i tuents, aryl (Ph or naphthyl unsubstituted or substituted with 1-3 
subst i tuents) , or R3 and R5 taken together can represent :0. R4 = H , 
Cl-C6-alkyl, CI - C6- alkoxy 1 , or R4 and X can join together to fcrm a 5- or 
6 membered ring with substituted methylene or ethylene. XI, X2 , X3 , X4 in 
-XIX2-X- : X4- are substituted CH or N where 0-2 of XI, X2, X3, X4 are N. 
X5 = N. CH. R7 = H, alkyl, alkoxy, amino. X = O, S, SO, SQ2 , imino . Z = 
C:0, S02, substituted P(:0)(OH) or a single bond. 44 Example prepns . are 
given, but no preparative method is claimed and no data relating to the 
usefulness of tbe compds. are given. 

3 17365-35-8P, 2- [ (1- (Benzyloxycarbonyl) -4- (N-naphth-1- 

yl carbamoyl) piperazin- 2 -yl ) methylamino] -4 - | ben zimida zol - 1 -yl ] pyr i midine 
31736^, - 43-4P, (R*,R*)-2-[l-(l - (Benzyloxycarbonyl ) - 4 - (N-naphth- 1 - 
y lea rhamoyl) piperazin- 2 -yl) ethyl amino] -4- [benzimi da zol - 1 - yl ] pyrimidine 
3 17365-53-0P, (R*,S*)-2-[l-(l- (Benzyloxycirbonyl > -4- (N-naphth- 1- 
yl carbamoyl) piperazin -2- yl) ethylamino] -4 - [benzimi da zol - I -yl 1 pyrimidine 
317365-56-3P , 2- [l- (1- (Benzyloxycarbonyl) -4- iN-naphth-1- 
yl carbamoyl ) pi perazin- 2 -yl ) ethylamino] -4 - ( ben z i mida zol - 1 -yl 1-5- 
bromopyrimidjne 3 1 73 65 -62 - IP , 2- [Benzimidazol- 1 -yl ] -4 - 1 1 - ( 1 - 
(benzyloxycarbonyl > -4 - (N-naphth- 1 - ylcarbamoyl ) piperazin- 2- 
yDethylamino) pyrimidine 3 1 736 5 - 69 - 8P , 2-[l-(l- 



NH-CH2 1 N C = □ 



RN 317365-49-4 CAPLUS 

CN 1-Piperazinecarboxylic acid, 2 - [ (1R) - 1- [ [4 - ( lH-ben zimida zol - 1 - y 1 ) - 2 - 

pyrimidinyl] amino] ethyl] -4- [ ( 1 - naphthalenylamino) carbonyl] - , phenylmethyl 
ester, (2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 



i H I <! 

l ; i 

HN N 1 

H " 



N O' Ph 



Erich Leese 
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Erich Leese 



RN 3 17365-53-0 CAPLUS 

CN 1-Piperar.inecarboxylic acid, 2 - [(1R) -1- [ [4 - HH-ben zimida zol - 1-yl) - 2 - 

pyrimidinyl] amino] ethyl) -4- [{ 1 -naphthalenylamino; carbonyl J - , phenylmethyl 
ester, (2s)-rel- (CA INDEX NAME) 

Relative stereochemistry. 



Ph -CH2 -O - C 



i i », r ■ 

1 N — i r NH CH N -C=0 

! ! I 



■si. i: 



31736S-69-S CAPLUS 

1-Piperazinecarboxylic acid, 2 - [1 - [ [4 - ( 1H - indol - 1 -yl ) - 2 - 
pyrimidinyl] amino] ethyl] -4 - [ ( l-naphthalenylamino> carbonyl] - 
ester (ca index name) 



phenylmethyl 



r if 



317365-56-3 CAPLUS 

1- Pipera zinecar boxy 1 ic acid, 2- (1- t [4- (1H- benzimidazol - 1-yl) - 5-bromo-2 - 
pyrimidinyl] atninolethyl) -4 - l ( l -naphthalenylamino) carbonyl ] - , phenylmethyl 
ester (CA INDEX NAME) 



! iL 



Ph- CH 2 ' 0 C 



317365-76-7 CArLUS 

1- Piper azinecartoxylic acid, 2- [1- [ [4- [5- (3 -ethyl -2-oxo- 1 - imidazolidinyl ) - 
lH-benz imidazol- 1-yl] - 2 -pyrimidinyl] amino] ethyl) - 4 - I (1- 
naphthalenylamino) carbonyl] -, phenylmethyl ester (CA INDEX NAME) 



3 17JB.S-62-1 CAPLUS 

J ■ Pipera:: inecarboxy J ic acid. 2- [1- [ [2 - ( 1H- benzimida zol -1-yl) -4 - 
pyrimidinyl ] amino) ethyl] 
ester (CA INDEX NAME) 



-4 - [ (1 -naphthalenylamino) carbonyl ) - , phenylmethyl 



N - - M „ 

N I 



Ph- c»2~ 0- C 



N C— 0 



317365-80-3 CAPLUS 

1-Piperazinecarboxylic acid, 4 - [ ( 1 -naphthalenylamino) carbonyl] -2- [ (IS) -1- 
[ [4 - [S- (4 -pyridinyl) - lH-bensimida zol - 1-yll - 2 -pyr i midinyl ] amino] ethyl) -, 
phenylmethyl ester. <2S) - (CA INDEX NAME) 



<12/04/~007> 



Erich Leese 



Erich Leese 



10/513699 

Absolute* stereochemistry. 



RN 317365-67-0 CAPLUS 

CN 1-Piperazinecarboxylic acid, 2 - [ (IS) - 1- t [4 - UH-benzimidazol- 1 -yl) -2- 

pyrimidinyl] amino] ethyl] -4 - ( ( l -naphthalenylamino) carbonyl] - , phenylmethyl 
ester, Us) - {CA INDEX NAME) 

Absolute stereochemistry. 



RN 3 17 3 6 5 -8b ■ 6 CM'LUS 

CN l-l»iperarinecartaxylic acid, 2 - { (IS) - 1 - [ [4 fS- 
benaimidazo) - 1 -> 1] - 2 - pyrimidinyl] amino] ethyl ] - 4 
naphthalenylamino) carbonyl ]- . phenylmethyl ester , (2$) 

Al)5oluco stereochemistry. 



ino- 4 -pyrimidinyl ) - 1H- 
(CA INDEX NAME) 



„ <^ O 

!. a 



!|.„ 



3173 6S-10-9P , (r*,r*) -a- [l- (l-Methyl-4- (N-naphth-l- 
ylcarbamoyl ) pipera zin - 2 -yl ) ethylamino] -4 - [5- (3-ethylimidazolidin-2-on- 1- 
yl) benzimidazol - l-yl] pyrimidine 

RL: PEP (Physical, engineering or chemical process),- SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); prdc (Process); USES (Uses) 

(preparation as inhibitor of Src- family protein tyrosine kinases and 
chromatog. resolution of) 
3173 65-10-9 CAPLUS 

l-Piperazinecarboxamide, 3- [ (1R) -1- [ {4- [5- (3-ethyl-2-oxo- 1- imidazolidinyl ) - 
1H - ben zimidazol- l-yl] - 2 - pyrimidinyl] amino] ethyl ) - 4 -methyl - N- 1 -naphthalenyl - 
, (3R)-rel- (CA INDEX NAME) 

tive stereochemistry. 
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HN , .Me 



(2-aminopyridin 4-yl) ben zimidazol - 1 -yl ] pyr imidin< 
2- [1- (l-Methyl-4- (N-naphth-t-ylcarbamoyl)piperaz 
<2-aminopyrimidin 4 -yl)benzimidazol-l-yl] pyr jmid 
( 1 -Methyl -4 - (N-naphth-l-ylcarbamoyl >p iper ; 



31735S-95-0P , 

-2-yl)ethylamino] ■ 

e 317365-96-1P 
i-2-yl> ethylaminc 



] -4- 15- 



(pyridin-4-yl)benzimidazol-l-yl]pyrimidine 317365-97-2P , 
2 Jl- (l-Methyl-4 - (N-naphth-l-ylcarbamoyl)pipeifazLn-2-yl)ethylamifio] -4- [5- 

(pyridazin- 3 -yl) benzimidazol -l -yl ] pyrimidine 3 173 6b -98- 3 P 
317365-99-4P , 2- [1- (l-Methyl-4- (N- naphth- 1 -ylcarbamoyl ) piperazin- 2 - 
yl) ethylamino] -4- [5- (2 -aminopyrimidin- 4 -yl) benzimidazol - 1 - yl ] - 6- [2- 
methylphenyl] pyrimidine 317j66-oo-op, 2-(i- (l-Methyl-4 - (N-naphth- 
l-ylcarbamoyl ) pipera zin - 2-yl ) ethylamino] -4- [5- (2 - aminopyr imidin - 4 - 
yl) ben zimidazol - l-yl ] - 6- 12 - (hydroxymethyl) phenyl ] pyrimidine 
RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of pyrimidine derivs. acting as inhibitors of Src-family 
protein tyrosine kinases) 
317364-90-2 CAPLUS 

1- Pipera zinecarboxamide, 3- [ [ [4 - (lH-benzimidazol- l-yl) -2 - 
pyrimidinyl] amino] methyl] - 4-methyl -N- 1 -napht halenyl- (CA INDEX NAME) 



3173 64-9a-2P, 2-[ (l-Methyl-4 - [N- naphth - 1- ylcarbamoyl > piperazin- 2 - 
yDmethylamino] -4- (benzimida zol - 1 -yl ] pyr imidine 3 173 64 - 93 - 5P , 

<R*,R»)-2- |l- (l-Methyl-4 - (N- naphth- 1-ylcarbamoyl) piperazin- 2- 
yl) ethylamino 1 - 4 - I ben zi mida zol - l-yl] pyr imidine 317364-96-BP, 

(R* , S* ) - 2- (1- [l-Methyl-4 - (N- naphth - l-yl carbamoyl ) pipera zi r> - 2 - 
yl) ethylamino] -4 - f benz imidazol - l-yl] pyrimidine 3173 64- »7-9P , 
2- [1- (l-Benzyl-4- ( N-naphth- 1 -ylcarbamoyl ) pipera zi n - 2 -yl ) ethylamino] -4- 

[ben zimidazol- l-yl ] pyrimidine 317365-06-3P, 2- [Benz imidazol - 1- 
yl) -4- [l- (l-methyl -4 - (N-naphth-l-ylcarbamoyl ) piperazin-2- 
yDethylaminol pyrimidine 317365- oa- 5P , 2- (1 - (l-Methyl-4- (N- 
naphth- 1 -ylcarbamoyl ) piperazin- 2-yl) ethylamino] -4 - ( indol- l-yl] pyrimidine 
31 73 6!*- 11 -OP , (S, S) -2- [- (l-Methyl-4 - (N-naphth- 1- 

yl carbamoyl ) piperazin- 2 y 1 ) ethylamino] -4 - [5 ' 3 - ec hyl imidazolidin- 2 - on- l- 
yl> benzimidazol l-yl] pyrimidine 317365-13-2P, 

IS.S) -2- [1- (l-Methyl-4- (N- naphth- 1 - ylcarbamoyl i piperazin- 2 -yl ) ethylamino] - 
4 15 (pyridin- 4 -yl ) benzimidazol - 1 - yl ] pyrimidine 317 365-15-4P, 
(S. S) 2 [1- (l-Methyl-4 - (N-naphth-l-ylcarbamoyl) piperazin- 2-yl ) ethylamino] - 
4 - (5- (2 -aminopyrimidin- 4 -yl ) benzimidazol- 1 -yl ) pyrimidine 
31736?-16-5P, (S, S) - 2 - ll- ( 1 - Methy 1 - 4 - (N-naphth- 1- 

ylcarbamoyl ) piperazin - 2 - yl ) ethylamino] -4 - [benzimidazol -l-yl] pyrimidine 
317365-1 /-6P , (S,S) -2- (1- (1- Ethyl -4- (N- naphth- 1 - 

ylcarbamoyl ) pi pei a zin - 2 ~yl ) ethylamino] -4- [ben zi midazol - 1 - y 1 ) pyrimidine 
3173 6S -1«-7P , (S.S) -2- (1- (l-Hexyl-4- (N- naphth- 1 - 

y L carbamoyl ) piper az in - ?. -yL) ethylamino] - 4 (benzimidazol - 1 - yl J pyr imidine 
317365-19- 8F . (S.S)-2-[l-ll- ( 2 -Methylpropyl ) -4- (N-naphth- 1 - 
ylcarbamoyl ) piperazin- 2-yl) ethylamino] - 4- [ ben zimidazol - l-yl] pyrimidine 
317365-2 P - IP, <i;.S) - 2- [1- (1- (Pyridi n-4 -ylmethyl) -4 - (N-naphth- 1- 
ylcarbamoyl) pipera zin- 2 -yl) ethylamino] -4 - I benz imidazol - 1 -yl] pyrimidine 
317365-21-2P, (S.S) -2 - [l - (l- ( Et noxy car bony lm^ t hy 1 ) -4- (N-naphth- 1 - 
ylcarbamoyl) piperazin- 2 -yl ) ethyl amino) -4 - I ben z imidazol - 1 -yl J pyrimidine 
317365-24-BP, (S,S)-2-[l- ( 1 - Acetyl - 4 - (N-naphth- 1- 

ylcarbamoyl) pipera i i n- 2 yl ) ethy ; ami no] - 4 - [benzimidazol - 1 - yl J pyrimidine 
31'36 l i 2fi-7P, (R,R) -2- ll- (l-Methyl-4- (N-n;iphth-l- 

ylcarbamoyl) pipera zin- 2-yl) ethylamino] - 4 - [S- (3 -ethylimidazolidin - 2 - on - 1- 
y L ; benzimidazol -1 - yl) p\T imidine 317365 - 94-9P, 

2 - ( 1 - il - Methyl - 4 - ( N - na phr. h - 1 - ylcarbamoyl ) piperazin - 2 - yl ) ethylamino] - 4 - [5- 



]i ; i 



RN 317364-93-5 CAPLUS 

CN 1- Pipera zineca rboxamide , 3- [ (1R) -l- [ [4- ( lH-ben zimidazol - 1 -yl ) -2- 

pyrimidinyl] amino] ethyl] -4 -methyl -N- l-naphthalenyl - , (3Rj-rel- (CA INDEX 
NAME > 

Relative stereochemistry. 



.:■ "^N* »e 



ci;:/04/200'f-. 



Erich Leese 
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Erich Leese 



10/5,13699 



10/513699 



317J64-96-6 CAPLUS 

I - Piperaz:ir:ecarboxamidy . 3 - [ (1R j - 1 - f 14 - ( Iff- benzimidazol - l-yl ) - 2 - 
pyrimidinyl] amino] ethyl) -4 -methyl - N - 1 - naphths lenyl - , (3S)-rel- (CA INDEX 
NAME) 

tivfj stereochemistry. 



HN Me 



31736^-08-5 CAPLUS 

l-Piperazinecarbo*amide, 3- [l-f/4 - UH-indol -1 -yl) -2- 
pyrimidinyl] ami nol ethyl] -4-methyl-N- 1-naphthalenyl- 



(CA INDEX NAME) 



HN. N 

";l 



1 : 



317364-97-!) CAPLUS 

l-Pipera:.inecarboxamide, 3- [l- ( [4- ( 1H- benzimidazol - l-yl ) -2- 
pyrimidinyl] amino] ethyli - N- 1 - naph t haleny 1 - 4 - (phenyl methyl ) - (CA INDEX 
NAME) 



RN 317365-11-0 CAPLUS 

Ch 1-Piperazinecarboxamide, 3 - f ( IS) - 1- [ [i - [ 5- (3 -et hyl - 2 ■ oxo- 1 - imidazolidinyl ) - 
IH-benzimidazol-l-yl] -2-pynmidinyl] amino] ethyl] 4 - methyl -N- 1- naphtha 1 en yl - 
, (3S) - (CA INDEX NAME) 

Absolute stereochemistry. 



317365-00-3 CAPLUS 

1- Piperarinecarboxamide, 3 - [i - ( (2 - (1H ben zimidazol- l-yl j -4 - 
pyiimidiriylJamino]ethyl] - 4 - met hyl -N- 1 - napht halenyl - <CA INDEX NAME) 



I "I 



r r 



Erich Leese 



Erich Leese 



1Q/S13699 

RN 3 17365-13-2 CAPLUS 

cn i - Piper azinecarboxamiclc, 4 methyl-N- l-naphthalenyl-3- [ (is) - 1- [ (4- [5- (4 
pyridinyl) - lH-benzimid^zol - l-yl ] -z-pyrimidinyl] amino] ethyl] - , (3S) - 
INDEX NAME) 

Absolute stereochemistry. 



N" N 



JL-L 



i' i; 



HN ^Me 



i 



RN 31736 S -15-4 CWLUS 

CN 1- Kiperazinecarboxamids:, 3 - [ ( IS) - 1- [ [4 - [b- ( 2 -amino- 4 -pyr imidinyl ) -1H- 

beiiiimidazol - 1 - yl] -2 -pyr imidinyl] amino] ethyl 1 -4 -methyl -N- l-naphthalenyl- 
(3S) - (CA INDEX NAME) 

Absolute stereochemistry 



RN 3173 65-16-5 CAPLUS 

CN 1-Piperazinecarboxamide, 3 - [ ( IS) - 1 - [ [4 - ( 1H - benz imidazol - 1 -yl ) 2- 

pyrimidinyl] aminojethyl] - 4 -me thyl - N- 1- napht halenyl - , (3E)- (CA INDEX 
NAME ) 

Absolute stereochemistry. 



Erich Leese 



Erich Leese 
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RN 317365-17-6 CAPLUS 

CN l-Piperaninecarboxamide, 3- ( (IS) -l- [ [4- (lH-banzimidazol-l-yl) -2- 

pyrimidinyl] amino] ethyl] - 4 -ethyl-N- 1-naphthaJ enyl - , (35)- <ca INDEX NAME) 

Absolute stereochemistry. 



RN 317365-19-8 CAPLUS 

CN 1-Piperazinecarboxamide, 3- [(IS) -1- [[4- (IH-benzimidazol-l-yl > -2- 

pynmidinyll amino] ethyl] -4- (2 - me thy 1 propyl ) -N- 1 -napht halenyl - , (35) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



r ii 



HN ^Me 



UN N 



RN 317365-18-7 CAPLUS 

CN i-pipera=ineearboxamide, 3- [ (is) -l- | (4 - (IH-benzinudazol - 1-yl) -2- 

pyrimidinyl]amino]ethyl]-4-hexyl-N-l-naphthajenyl-, US)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 317365-20-1 CAPLUS 

CN l-Piperazinecarboxamide, 3- [ (IS) -1- [ [i- ( IH-benzimidazol - 1-yl ) -2- 
pyrimidinyl] amino] ethyl] -N- 1-naphthalenyl -4 - (4 -pyridinylmethyl) - , 
(CA INDEX NAME) 

Absolute stereochemistry. 



Erich Leese 



Erich Leese 
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RN 117365-21-2 CAPLUS 

CN l- Pipeia.-ineacetic acid, 2- [ (is) -1- [ [4- (IH-benzimidazol - i-yl) - 2- 

pyr imiditiyl I amino] ethyl ) - 4- I ( l -naphthalenyiamino) carbonyl ] - , ethyl est er , 
123) - (CA INDEX NAME) 

Absolute ster-jochemistry , 



RN 3 17365-26-7 CAPLUS 

CN 1-Piperazinecarboxamide, 3- [ (1R) -1- I [4- IS- (3 -ethyl - 2 - oxo- 1 - imidazolidinyl ) - 
lH-benzimidazol-l-ylJ - 2 -pyrimidinyl J amino] ethyl 1 -4 -methyl -N- 1 - napht halenyl - 
, (3R) - (CA INDEX NAME > 

Absolute stereochemistry. 



I i| 



M 

S N 



RN 317365-2-1-5 CAPLUS 

CN 1- Piperazinecarboxamide, 4-acetyl-3- [ (IS) ■ 1 ■ [ 14- ( 1H- ben zimidazol -1-yl) - 2- 
pyrimidinyl] amino] ethyl] -N- 1 -napht halenyl , US)- (CA INDEX NAME) 

Absolute stereochemistry. 



317365-94-9 CAPLUS 

1- Piper azinecarboxaraide , 3 - (1- [ (4 - 1 5 - (2- amino- 4 -pyridinyl) - IH-benzimidazol - 
l-yl] -2 -pyrimidinyl] amino] ethyl J -4 -methyl-N- 1 -naphthalenyl- (CA INDEX 



Erich Leese 



Erich Leese 
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-n — 1 . -;■ 



l-U 



317365-95-0 CAPLUS 

1- Pipera^inecarfcoxamide , 3- [1- I [4- [5- { 2 -amino- 4 - pyr imidi nyl ) -1H- 
ben zimidazol-l-yl] - 2 -pyr imidinyl ] amino 1 ethyl ] -4 -met. hyl - N- 1 -napht halenyl - 
(CA INDEX NAME) 



317365-98-3 CAFLUS 

1 - Piper azinecarboxamide, 3-[l-[{4-[5-(6- (d imet hyl amino) - 3 -pyr idazinyl] -1H- 
benzimidazol- l-yl] - 2 -pyr imidinyl] amino] ethyl] -4 -methyl - N- 1 - naphtha lenyl - 
(CA INDEX NAME) 



1 ■ ' 



l [i *r 

H '■ ■ ■ N 



3l736b-Stf>-l CAPLUS 

l-Pipera-inecarboxamide, 4 - methyl -N- l-napht halenyl - 3 - (l-[l4-[5-<4- 
pyridinyl) - 1H- benzimidazol - l-yl] - 2 -pyrimidinyl ] amino] ethyl) - (CA INDEX 
NAME) 



317355-99-4 CAPLUS 

1-Piperazinecarboxamide, 3- (1- I [4- 15- (2-amino-4 -pyrimidinyl) - 1H- 
benzimidazol-l-yl] -S- (2 -methylphenyl) - 2-pyrimidinyl ] amino] ethyl] -4-i 
N-l-naphthalenyl- (CA INDEX NAME) 



3173 617-97-2 CAPLUS 

l-Pip^rarrinecarboxamide, 4 -methyl -N-l- napht halenyl - 3 - [1- [ [4- [5- (3- 
pyi'idazwiyl ) - lH-benzimi dazol - l-yl] - 2 - pyrimidinyl ] amino] ethyl ] - (CA INDEX 



CH-Me 



<12/04/r.'00"i 



Erich Leese 



Erich Leese 



3 17 3 fi?-- 0(1-0 CAPLUS 

l-Pip-jr a;:inecarboxamid'?, 3 - [1- | [4 - 15 - < 2 - amino- 4 - pyrim i dj nyl ) -1H- 

benzimi d*=ol-l-yl] -6- [2 - (hydroxymet hyl) phenyl J - 2 - pyrimidinyl ] ami no} ethyl J - 

4 -methyl N- 1 -naphtha lenyl - (CA INDEX NAME j 



N- - - C-- 0 



The synthesis of N- functionaii zed isatins, such as I [R = 

CH (Me)C0C6H4-3-OMe, Rl = Me, R3 = H ; R = CH2CDNH2, CH2COC6H4 - 4 - CI , Rl = R3 

HI. using parallel, solution synthesis is described. Functional i zed 
polymers were employed as stoichiometric and catalytic reagents as well as 
purification media. The prepared isatins showed inhibition against a panel of 
serine proteases, i.e. human chymotrypsin, human leukocyte elastase r and 
human plasmin. 
319492-24-5P 319492-26-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
Study, unclassified) SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(synthesis ot isatin based serine protease inhibitors using polymer 

bound reagents) 

3194 92-24-5 CAPLUS 

1- Piperazinecarboxamide, 4 - [ [2 , 3 - dihydro-2 , 3 -dioxo-5- (trif luoromethoxy) -1H- 
indol- l-yl] acetyl] -N-l-naphthalenyl- (9CI) (CA INDEX NAME) 
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Patent 
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Al 19991028 WO 1999-EP2686 19990421 

AT, AU, AZ, BA, BB , BG , BR, BY, CA, CH , CN , CU, CZ, 
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OR, IT, L3, LU, NL, SE, MC , PT, 



FR, GB, GR, IE. IT, LI, LU, MC , 



AT 3 7118 5 
US 201)21^0968 
US 65D65 12 
PRIORITY APPLN. INFO 



20071015 
2002103 1 
20030 114 



DE 1998- 19316044 

EF 1999-103814 

WO I&99-F.P2686 

EP 2000-907642 

WO 20O0-LP1628 



A 19980422 

A 19990226 

W 19990421 

A3 2Q00O228 

W 2000022H 



OTHER SOURCE(S): MAR PAT 131.307106 

AB The invention relates to the use of vitamin PP compds. and/or compds. w 
anti-pellagra activity such aa for example nicotinic acid (niacin), and 
nicotinamide (niacin - amide . vitamin PP, vitamin B3 ) for the reduction, 



elimination or prevention of side-effects of different degrees as well as 
for neutralization of acute aide-effects in immunosuppressive or 
cancerostatic chemotherapy or diagnosis, especially with substituted pyridine 
carboxamides , as well as combination medicaments with an amount of compds . 
with vitamin B3 and/or anti-pellagra activity and chemotherapeutic agents 
are especially considered in the mentioned chemotherapies and indications. 
Nicotinamide at 500 mg/kg twice daily protected mice treated i.p. with 
antitumor N- [4- ( l-diphenylmethylpiper idin- 4 -yl ) butyl ] -3- (pyridin-3 - 
yl) propionamide . There were no deaths in the nicotinamide-treated mice 
and the strong reduction of leukocytes was completely prevented. 
227776-04-7 

RL : adv (Adverse effect, including toxicity); THU (Therapeutic use) ,- BIOL 
(Biological study) ; USES (Uses) 

(vitamin PP compds. as cytoprotective agents in chemotherapy) 
227776-04-7 CAPLUS 

1- Piperazinecarboxamide, N- 1- naphtha lenyl - 4 - [4- I (i-oxo-3- (3- 
pyridinyl ) propyl) amino] butyl] - (CA INDEX NAME) 
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The invention relates 
-alkenoic, and alkyno: 
hydrocarbon residue ii 
haviug formula 1 [Kl ■■ 
alkoxy, amino, i'heter< 



to new piperazinyl -substituted pyr idylalkanoic , 
c acid amides with a saturated or (poly) unsatd . 
the carboxylic acid group, and analogs, i.e., 
H, OH, halo, cyano, CONH2 , C02H, ( he tero) aryl , 
ryloxy. etc.; R2 = H, halo, cyano, alkyl, CF3 , OH, 



or R1R2 = (CH2)4, (CH:CH)2, Or CH20CH20 OL its (di) alkyl derivs . 
= H, halo, alkyl, CF3 , hydroxyalkyl , etc.; R4 = H, OH, alk (en/yn) yl , 
cycloalkyl, alkoxy, aralkoxy,- n = 0, 1; A = (un ) substituted alkylene or 
hetero-isosteres , cycloalkylene , alkenylene, alkadienylene, or ethynylene, 
D ■ (un) substituted alkylene, alkenylene, alkynylene, or hetero- i sos teres 
of them,- E = (un) substituted (bis) (homo) piperazine bound at the N atoms; G 
= variety of terminal chains]. Also disclosed are methods for the production 
of the compds., medicaments containing them, and their production, as well as 
their therapeutic use, especially as cytostatic agents and immuuosuppress ive 
agents, for example, in the treatment or prevention of various types of 
tumors, and control of immune reactions such as autoimmune diseases. For 
example, 3 - (3 -pyridyl ) acrylic acid was activated with oxalyl chloride and 
condensed with 0- [3- [4- (diphenylmethyl) piperazin-I-yl] propyl ) hydroxy lamine 
to give title compound II. Several representative compds. inhibited various 
human tumor cells in vitro at low concns . , e.g., with 1CS0 values of 0.1 
nM to 10 uM, and also ahowed immunosuppressive activity against mouse 
lymphocytes with IC50 values of 0.03-0,09 \M. 
227776-04-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); SPN (Synthetic preparation),- THU (Therapeutic use) ,- 

BIOL (Biological study); PREP (Preparation), USKS (Uses) 
(target compound; preparation of piperazinyl-substituted 
pyridylalkanecarboxamides and analogs as cytostatics and 
immunosuppressants) 

227776-04-7 CAPLUS 

1- Piperazine car boxamide, N - 1 - naphtha lenyl -4 - 1 4 - ( (l - oxo-3 - (3 - 
pyridi nyl) propyl] amino] butyl] - (CA INDEX name) 
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Preparation of heterocyciylbenzamidines as 

blood- coagulation factor Xa inhibitors 

Dorsch, Dieter; Juraszyk, HDrst; Wurziger, ilanns; 

Gante, Joachim,- Mederski, Werner; Euchs taller, 

Hans -Peter; Ansali, Soheila,- Bernotat -Danielowski , 

Sabine,- Melzer, Guido 

MercX latent G.m.b.H , Germany 

Ger. Offer.., 36 pp , 

CODE N : GWXXBX 

Patent 

German 



R1Z1Z2CH2CH (OR3 1 CH2 Z3Z4R4 [Rl = (acyl- or hydroxy- substituted ) C( : NH)NH2, 

5-methyl- 1, 2, 4 - Oxadiazol- 3 -yl , etc.; R3 = H, alkyl, CH2Ph, etc.; R4 - 

(cycio) alkyl, phenyl (alkyl ) , heterocyclyl (alky 1 ) , etc.; Zl = 

(un) substituted phenylene; Z2 = O or NR5 ,- RS - H, allcyl, CH2Ph; R3R5 = CO; 

Z3 = o, NR5, piperasine- 1, 4 -diyl, etc.,- Z4 = bond, CO, so2, C02, CONR5) 

were prepared as blood-coagulation factor Xa inhibitors (no data). Thus, 

3- [4- (5-methyl-l, 2, 4-oxadiazol-3-yl)phenyl] -2-oxooxazolidine-S-ylmethyl 

methanesulf onate (preparation described) was aminated by Boc- piperazine and the 

deprotected product amidated by 2 , 4 , 6 - trichlorobenzenesulf onyl chloride to 

give, after hydrogenation , title compound I.HOAc. 

227326-77-4P 

RL; BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation),- THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation), USES (Uses) 

(preparation of heterocyclylben zam i dines as hlood- coagulation factor Xa 
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inhibitors) 
2 2 7326-77-4 CAPLUS 

1-Piperazinecarboxamide, 4- I [3- [4- (aminoiminomethyl ) phenyl] -2-oxo-5- 
oxazolidinyl]methyl.] -N-i-naphthalenyl- , n.onoacetate (9CI) (CA INDEX NAME) 
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RL: RCT (Reactant) , RACT (Reactant or reagent) 

(preparation of heterocyclylbenzamidines as blood- coagulation factor Xa 
inhibitors) 

227327-25-5 CAPLUS 

1-Piperazinecarboxamide, 4 - [ [3 - [4- (5 -met hyl - 1 , 2 , 4 - oxadiazol - 3 -yl) phenyl] -2- 
oxo- 5-oxazolidinyl] methyl 1 -N- 1 -naphthal er.yl - (CA INDEX NAME) 
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Benzamidine derivatives as Cactor Xa inhibitors 

Dorsch. Dieter,- Juraszyk, Horst; Wurziger, Hanns; 

Bernotat-Danielowski, Sabine; Melzer, Guido 

Merck Patent G.m.b.H , Germany 

PCT Int . Appl . , 79 pp.. 

CODEN: PIXXD2 

Patent 

German 
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WO 1998-fc;P5S98 
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MD , MG , MK , 



SZ, UG, ZW, AT, 
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20000329 
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Title rompds . I [X = bond, CO, (un) substituted CH2, CH2CH2, CH2CO. 
CH2C1IZCO, CH:CHC0, NHCO; Y = (un) Substituted CHi, S02 , CO, C02 , CONH; R = 

(un)substituted Ph; Rl = H, (un) substituted alkyl, oxaalkyl, thiaalkyl, 
alkenyl, cycloalkyl, aryl , aryloxy, heterocycl ic , aralkenyl) are 
inhibitors of coagulation factor Xa and can be used for preventing or 
treating thromboembolic disorders (no data). Thus, 4 - (S-methyl-l , 2 , 4 - 
oxadiazol -3 -yl ) benzoic acid was converted to the acid chloride, treated 
with N-tert . -butoxycarbonylpiperazine . and deblocked to give 

14- I s-methyl- i , i , 4-oxadiazol-3 -yl) phenyl] piperazi n-l-ylmetha;ione which was 
treated with 6-chloro-2-naphthalenesulfonyl chloride and reduced to give 
the benzamidine II . 
222543 -47- 7p 

RL: 5PN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ,• prep (Preparation) ,- Uses (Uses) 

(preparation of piperaziny lbenzamidine derivs . as factor Xa inhibitors) 
222543-47-7 CAPLUS 

1- Piperazinecarboxamide. 4 - [4 - (aminoiminomethyl ) benzoyl] -N- 1 -naphthal enyl - 
, monoacetate (9CI) ICA INDEX NAME) 

CM 1 
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AL, AM, AT, AU, AZ , BB , BG, 
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MR, 

6011029 
2239187 
2239167 
9721366 
718676 
892797 
R : AT , 
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The invention relates 
and analogs that inhi! 
protein f arnesylation , 
compds. are also useful 
associated with signal t 
associated with proteins 
modified by FPT The co 
transferases, and thus b 
with other prenyl modi f i 
are given. For instance 
N-acylatod by l-naphthoi> 
product was reductively 
NaBH (OAc ) 3 to give title 

compds inhibited FPT with IC50 values between 0.1 nM and ICO mM. 
195982-03 -7P 

K L : BAC [Biological activity or effector, except adverse); B3U [Biological 
study, unclassified); SPN [Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP ( Prepara t ion ) ; USES (Uses) 



to a series of inudaiole-substituted benzodiazepines 
it farnesyl-protein transferase (FPT) and ras 

thereby being useful as anti-cancer agents. The 
1 in the treatment of diseases, other than cancer, 

transduction pathways operating through ras, and those 
is or her than ras that are also post- translationally 
tpds . may also act as inhibitors of other prenyl 
: effective in the treatment of diseases associated 
ations of proteins. Over 4 30 synthetic examples 
2,3,4, 5-tet ra hydro- 1H- l , 4 -benzodiazepine was 
acid Ph ester in the presence of DMAP, and the 
ilV.ylated by 4 - formyl imidazole in the presence of 
compound I, isolated as the HC1 salt. The example 
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CN 4H - 1, 1 -Benzodiazepine 4 -car boxamide , 
ylinet. hyl > - N- 1 -naphthaleny 1 -7- phenyl - , 



ng benzodiazepines and analogs as 



1,2.3 , S-tetrahydro- 1- ( 1H - imidazol - 5 - 
hydrochloride 11:1) (CA INDF.x NAME) 
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Novel aromatic piperazines derived from substituted 
cycloazanea, method for preparing same, pharmaceutical 
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Patent 
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APPLICATION NO. 



DATE 
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FR, GB , GR, IE, IT, LU, MC , NL, PT, SE 
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CA 1997-2245716 
AU 1997-16074 
EP 1997-902427 
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BR 1997--251 

CN 1997-193122 

JP 1997-F27377 

FR 1996-1273 

WO 1997-PR203 



19970203 
19970203 
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SE , MC , PT, 

199 10103 
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OTHER SOURCE (S) 



CAS REACT 127:220673; MARPAT 127:220673 



OMe 

X f "|« 

T 



AU Title compds I [Rl --. H. alkyl; R2, R3 = H. alkyl, a]koxy, thioether, 

ni'.rile. CF3. F, CI . l?r, I ; or R2R3 form a 5- or 6-membered ring; XY = 
NCH2, CHCH2 , C : CH , N, NCH2CH2; Zl = (CH2)n, (CH2)nCO, CO, CO(CH2)n, S02 , 
S02(CJ[2/u, 0(CH2)n, 0(CH2)nCO, OCO, NH(Cl)2)n, Nil (CH2 ) nCO , NHCO, 
NHCO[CH2)n, NH(CH2)S02. NHS02 , NHSOZ i CH 2 ) n , CH:CHCO, C . tpl bond . CCO , 
iCH2)nS02, 0lCHi)nS02, O. N'H , CONH, OCONli, OJCHDnO, etc.; Z2 = 0 NH, 
CH20, CH2NH ; n - 1-6; Ar 1 = iun j substi tuted Ph, naphthyl, or pyridyi; with 
provisos! art disclosed The compds. are si rang and selective antagonists 
of 5-I1T1D receptors, and are useful for treatment of a variety of 
conditions . including depression, anxiety, schizophrenia, 
neurodegenerative disorders, and some cancers. Synthetic examples arc 
qiven for 4 2 compds. and their fumarate salts. For instance, 
4 -iietlKjxy- 3 - (4 -rrethylpiperazin- 1-yl) aniline underwent reaction with 
criphosgene, and subsequent amidation with 4 -phenethylpiperazine , to give 
84% title compound II. in a test for inhibition of sumatriptan - induced 
thymidine uptake by C6 glial cells transfected with the 5-HTlD^ and 
5-HTlDa receptor genes, I had 1CS0 values in the range of 10-100 nM. 
in 5-HT receptor assays, IT had Ki values of 2.1 nM and 1 . 9 nM for 
subtypes lDa and lDfl, resp., vs. 3 500 nM for subtype 1A. 

IT 194942-87-5P 194942-88-6P 

RL: BAC (Biological activity or effector, except adverse) 
study, unclassified); SPN [Synthetic preparation),- THU {Ther; 
BIOL [Biological study); PkEP (Preparation).- USF.S (Uses! 

(pieparation of piperazine derive . as 5-HT1D antagonists 

RN 194343-87-5 CAPLUS 

CN l, 4-Piperazinedicarboximide, N- H -rnethoxy -3- (4 -methyl - 1 - 

piperazinyDphenyl) - N 1 - (5,6, 7. 8 - 1 et r ahyd ro - 1 - na pht ha leny 1 ) - 
INDEX NAME) 



194 94 2-88-6 CAPLUS 

1,4- Piperazinedicarboxamide , N- [4 -methoxy-3 - (4 -methyl- 1 - 
piperazinyl ) phenyl] -N' - (5,6,7, 8-tetrahydro- 1-naphthalenyl) - 
(2E) -2-butenedioate (1:1) (9CIi (CA INDEX NAME) 

CM 1 



(Biological 
apeut ic use) ,- 



(9CI) (CA 



Erich Leese 



US J9 »1]^2 19610J28 US 1957 -70 34 94 19571218 

Acyl 'ierivs. of" 1 - (2 - hydi oxyet hy \ ) - 4 - ( n -phony kar ba moyl ) piperaz i ne - 1 icl [I) 
weie prepajec by treating J with RCOC1 oi (KCO) ro in the presence of a 
tertiary bAse or other acin acceptor. Thus, 10 g . I in 50 ml . pyridine 
war; treated witb 10 ml. AciO, the mixture kept overnight at room temperature, 
distilled, and the- residue dissolved in 20 ml. H20 and made basic with aqueous 
NH3 The mixture was extracted with Et20, the extract evaporated, and the 
due made 

ujid with &N Etcn-HCl to gave 1- ( 2 - acetoxyethyl ) - 4 - (N- 
phtinylcarbamoyDpiperazine-HCl. m. 170-1° (KtOH 
similarly prepared from I and PrCOCl. m . 17 2-5° 
2 -diphenylacetate oxalate m. 208°; I benzoate n 

was prepared by adding dropwise 17 ml. PhNCO in 50 ml. C6H6 to 20 g. 
1- (2 -hydroxyethyl ) pipera sine (II) in 100 ml. C61I6, keeping 6 hrs. at 
20". evaporating, and acidifying witn 6N EtOH-Hcl, ra. 210-211° 

(EtOH) , Similarly, l -( 2 - hydroxyethyl )- 4 - IN- ( 1 - 
naphtliyl 1 carbamoyl] piperazine (III) was prepared, m. 140-5° 

(EtOH-H2D) . ill acetate HCl salt was prepared from III and AcCl m. 



! . I butyrate, 
(EtOHl I 
228-30°. I 
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CS 1975-3710 



DATE 

19750526 
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19750S28 
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Double bond goometry as shown. 
E co 2 H 
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Benzodiazepine derivatives 
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Szporny, Laszlo 



i." r 



Riebter, Gedeon, Vegyeszeti Cyar RT. , Hung. 



Benzodiazepines I (F = CI, N02, NH2, H; Rl = H, Me,- R2 = alkoxy, amino, 
CI, cycloalkyl. Me, cH2Cl, CH2NH2, CH2Ph, h, C11CH2, C6H4C12) were prepared 
by treating 4 -unsubstituted benzodiazepines with C1COR2, isocyanates etc. 
1 are tranquilizers. Thus I (R = CI, Rl = Me, R2 = NH2 ) had a activity 



< 12/04/7.00'. . 



Erich Leese 



cl 2/04 /20()7> 



Erich Letse 



10 / 513 £99 



similar to that of diazepam against metra zole- induced convulsions, but 
with less sedative and muscle relaxant side effects and a much higher 

i,nso . 

59010-23 -OP 

RL: spn (Synthetic preparation),- PREP (Preparation) 
(preparation of) 

5901O-23-0 CAPLUS 

4H- 1 , 4 - Benzodiazepine- 4 - carboxamide, 7-chloro-l . 2,3, 5 - tetr ahydro- 1 -methyl- 
N- 1 -naphLhalenyl-2-oxo- 5-phenyl- (9CI) (CA INDEX NAME) 



228- 9". Similarly, 1- (2 -acetoxyethyl ) -4 - 

(dimethyl carbamoyl) piperazine oxalate was prepared from AcCl and 
1 - (2 -hydroxyethyl) - 4- (dimethylcarbamoyl) piperazine (IV), m. 
159-160°. IV was prepared by treating 10 g . II with 8.5 g. Me2NCOCl 
in CHC13 at room temperature, and working up after 24 hrs. 1- [2- (N- 
Phenylcarbamoy toxy) ethyl 1 -4 - (phenyl carbamoyl) -piperazine, prepared by 
refluxing 5 g. free base ot I with 2.7 ml. PhNCD in 50 ml. C6H624 hrs., in . 
180° (EtOH) . Anticholinergic and antispasmodic properties were 
shown by the salts of the new compde , 

101578- 29-4P , 1- Piperazinecarboxamide, 4 - (2 - hydroxyethyl ) -N- 1 - 
naphthyl- 1 104 4 1 - 8 9- 9P , 1 - Piperazinecarboxamide , 
4 - (2 - hydroxyethyl) -N- 1- naphthyl - , acetate, hydrochloride 
RL: PREP (Preparation) 
(preparation of) 

1015 78-29-4 CAPLUS 

1- Piperazinecarboxamide, 4 - (2 -hydroxyethyl ) -N- 1 - naphthyl- (6CI) (CA INDEX 
NAME) 



HO CH2~CH 2 



L3 
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Piperazine derivatives 

Huebner, Charles Ferdinand 

Ciba Pharmaceutical Products, inc. 

Patent 
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1-Piperazinecarboxamide, 4 - (2 - hydroxyethyl ) -N-l- naphthyl- 
hydrochloride If-CI) (CA INDEX NAME) 
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19513 6180 CAPIjUS 

4 b : J 6160 
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Tie ti;aricidal derivatives of 1 • methylp i peraz: 

Mcrren, H , ,■ Troliu, a.; Dcnayer, R. , Grivaky, 

union chim. Beige. Brussels 

Bulletin des Soci^tes chiniique* Beiges (1950), 



37 



BSCBAG ; ISSN: 0O37-9P46 



a 1 



•ailable 
ted CA Issue. 

d a large number o£ 4-subst 
idal activity Products r< 



d 1-methylpiperazines 
ng from the 

reactions of 1 -methy Ipiper azine (I) or its di-HCl gait with various 
reagents are subdivided into 4 categories: <1) reaction with amides or 
esters of halogenated aliphatic acids in ale. in the presence of NaHC03 , (2) 
reaction with acryl chlorides in various media in the presence of an HX 
acceptor { Na dac , koh, or I itself), (3) reaction with various alkyl 
sulfonyl chlorides in CHC13, (4) use of l -methyl -4 -piperazinecarbony 1 
chloride (II) in various media on a variety oC amines (C.A. 44, 3506g). 
To obtain crystal 1 izable , nonde liquescent salts of these compds . , various 
organic acids were used. preparation of II: I 14 parts) in 100 parts PhMe at 
0" is added with vigorous stirring to 20 parts (15% excess) COC12 
in 100 parts PhMe, stirring continued at a low temperature 1 h., and the HCl 



tihe acid chl 
dry ether iquant . y 
excess c-jC12 by dis 
trapped in NH3 solu 
N, N-diet hy I - 1 -methyl- 4 - 
pi per.tzineacet amide 



ide filtered off and caielully 



Id) 



In t 



suf t 



Type preparation, category (1) 



ashed with PhMe and 
remove the 
vacuo, the gas being 



I.2HC1 (346 g.) (2 mols . ) , 50 

lcH2CONEt2 are refluxed io h. 
mixture chilled, the nineral salts filteied off. the solvent evaporated, dried 
]>y .izuotropic distillation, the residue distilled under a high vacuum, 213 g. 



mol.) of the base in 1.2 1. EtOH at 94= added to 232 g. (2 mols.) 
maleic acid in 1.2 1. EtOH at 94° with shaking.- the dimaleate 
crystallizes immediately and quant. Type preparation, category (2). 
l-Methyl-4-ethoxalyl piperazine. To 17,3 g. (o.l mol.) I.2HC1 and 12 g. 
KOH in 150 cc. H20 are added simultaneously with stirring, and at 
0° 15 g. (0.11 mol.) clcoco2Et and 6 g. KOH in 10 cc. H20 stirring 
continued 1 h., the solution saturated with K2C03 , extracted with ether, the 

extract dried, concentrated, distilled in a high vacuum, and the HCl salt 
formed by 

bubbling dry HCl into a C6H6-EtOH solution of the base; the product is easily 
recrystd. from C6H6 or Me2CO containing 10V ale. Type preparation, category 

(3) : 

N,N ■ Di-Et - 1 - Me - 4 
mol.) in 50 cc. CHC13 is 
mol.) I in 50 CC. CHC13, 
at atmospheric pressure; 
trituration 

with 10 cc. absolute ale 
giving 0.1 mol. I. HCl, m 

the oily product dissolved in 100 cc . ether 
the ether solution added with agitation 0.1 
The product, an oil which crystall 



piperazinesul fonamide . 
dded at 0° with stirrini 
he mixture reEluxed 1? 
he residue solidifies oi 



Et2NS02Cl (17.1 g. 
to 20 g. 10.2 
. , and the solvent 
cooling, and after 



s added and the mixture filtered, 
is evaporated in vacuo, 
iltered with charcoal, and 
■1 . maleic acid in Et 2 O- EtOH . 
tuning, is repptd. from a 
min. of absolute ale. with ether. Type preparation, category (4). 
1-Methyl - 4- (methylethylcarbamyl) piperazine . To 19.9 g. (0.1 mol.) II 
suspended in loo cc. dry PhMe- at 0° is added with stirring 20 g. 
(0.33 mol.) EtNHMe in 100 cc. dry PhMe, and the solution slowly heated and 
retluxed l h. The EtNHMe.HCl formed adheres to the walls of the flaak. 
After cooling, l volume ether is added, the Et20-phMe solution decanted, the 
solvent evaporated, and the residue distilled in vacuo. The fumarate is 
prepared 

by adding the base in ether to a suspension of 12 g. fumaric acid in 60 

cc . absolute ale. , evaporating the ether, and the warming the ale. solution 

until the 

salt dissolves,- after crystallizatd 

repptd. 

from a min. of iso-PrDH with ether 
(III) were prepared tR, b,p./mm, o 
and m.p. of salt (CH2(C02H)2 (IV), 
given]: CH2C0NEt2. 112-15"/!, 75%, 



2 vols 



Cher 



added and the salt 



215°; CH2C0NHEt, 13 5«/S, 48, 1, V, 221",- CH2CQNH2. 
-, 60, 1, IV, 154"; CH2CDNMe2, 110-12°/1, 72, 1, IV, 
177"; CHMeCONEt2, 109-ll & /l, 70, 1, IV, 161°; 
CH2CH2COMEt2 , 134-6V1, 70, 1, IV, 180°; CH2C02Et , 
115-16°/12, 68, 1, IV, 160° ,- CH2CONHMe (VII), 
113-15<>/0 . 5, 50, -, IV, 141°; CH2CON . (CH2 ) 2 . NMe . CH2 . CH2 
25, 1, V, 215° (decompose); COCH2NEt2 (VIII), -, 22, -, 
215= (decompose); COC02Et, 118-20-/1, 80, 2, V, 140°; 



The following CH2 . CH2 .NMe . CH2 . CH2 . NR 
III, % yield, method of preparation, salt, 
HCl (V), a^d citrate (VII), resp.. 
1, IV, 175°. V, 



V, 



COCONF.C2, 



ieo a 



159-61V2, 55, 2, V, 190 = ,- CDCK2 C02 Et , -. 51, 2, 
S02NFt2. 80, 3, IV, 96-7°; SD2NMe2, 80, 3 

S02NPr2, -, B0, 3, IV, 122°; S02C6U4 NHCOMe - p, 
!, 3, -,- SQ2C6H4NH2-P (IX), m. 228-9°, 90, -, 

234-6",- (10-phenothiazinyl) carbonyl , -, 65, 4, 
V, 22«-31°,- <4-methyl-10-oxothiaxanthen-l-yl) aminocarbonyl , 
4, IV, 203°; CONHCIIMe (CH2) 3NEt2, 120-1°/1, 70, 4, -, - ; 
CONH (CH2 ) 4NEt 2 , 116-19°/l, 70, 4, -, - ,• CONH (CH2 ) 2NEt 2 , 
168-70°/2. 60, •;, -, - .- CONHC10H7-1, m. 172-4«, 5, 4, V. 
240"; CONKCHMeCH2Ph, 172-4 e /0.5, 72, 4, IV, 75 V 
CONHCH . [CH2 ) 4 . CH2 , m. 126-7°, 80, 4, IV, 142°; 



CON (CII2CH2Ph ) 2 , 215°/n,25. 70, 4, V, 1S6-B"; CONHCH2CH2Ph, 
170-/1. a8, 4, VI, 127°, CONMeEt, 132-4-/15. 70. 4, 
fumarate. 130-1"; CONIIMe, 14U-/2, 70, 4, IV, 14'C; 
C0N.CII2.CH- .CH:N, 13 8 -4 0 "/ 0 . 5 , 90, 4, VI, 155°; 
CON.Cil.CFI.CH.N. 12B°/l.5, <*0. 4, IV. 12 9'- .- C. ONHc 6H4 C 1 - p , m . 
174°, 68. 4, IV. 149-50°,- CON . CH : CH . S . C : NCO , -. 45, 4, V, 
19:°,- CONHC ( . NH ) NH2 , -, SO. 4, VI, decompose < !i0«. VII was 

prepared by saponification of the preceding ester in the presence of Me NH 2 , 

prepared by action of l-methyl-4-chloroacetopipera::ine on Et2NH .- IX was 
prepared from the preceding amide. 

6266-70 -ap, 1 Piperazinecarboxamide, 4 -methyl -N- 1 -naphthyl - 
85S84b-l) -9P, 1 Piperazinecarboxannde, 4 -methyl -N- 1 - napht hyl - , 
hydrochloride 
Rl- : PREP (Preparation 1 
(prep iration of) 

6266-76-a CAPLUS 

l-Piperazinecarboxamide, 4 -methyl- N- 1-napht halenyl- 



(CA INDEX NAME) 



656B4r,-ll-9 CAPLUS 

1- Pip-'ra,:inecarhoxannde, 4 -me thy 1 - N- 1 -naphthyl - , hydrochloride (5C1J (CA 
INDEX NAME) 



dhiS 

DHTS IS NOT A RECOGNIZED COMMAND 

Th«j previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMAMDS" at an arrow prompt (=>) . 

d hia 

(FILE 'HOME- ENTERED AT 17:39:08 ON 17 NOV 2007) 

FILE 'REGISTRY' ENTERED AT 17 : 39;16 ON 17 NOV 2007 
LI STRUCTURE UPLOADED 

L2 27 6 S LI FULL 

FILE 1 CAPLUS 1 ENTEKED AT 11 : 39: 50 ON 17 NOV 20)7 
L3 23 S 12 FULL 
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